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full two-generation reproduction study in the mouse will be
necessary.

since the rat reproduction study was previously the basis
for the aDI, a rew Tclerance Reassessment is required for the
folpet registration standard. The nev ADI will likely be
pased on the I-year chronic feeding study in dogs, which is
currently under review. The NOEL in that study is tentatively
established as 10 mng/kg/day, based cn decrezases in body welght
gain and changes in clinical chernistry parimeters at 60 mg/kg/
day. When the DER fer this study has been comnpleted, the new
ADI wilil be pre-~ented to the Toxicology Branch aADI Committee
for verification, and a new Tolerance Reassassment will be
prepared.

Discussicn

The original review of the folpet rat reproduction study
(memo Saunders to Jacoby, $-153-86), suggestad a possikble ef-~
fect of treatrent on wrale fertility at the F2 mating. The
relevant tables frouw-the DER are appended.

The r;'xf: o
itad to cr Ig @

contrel data for male fartility were lim-
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68-87%, ertility rate of 77.1%. If only F2 mat-
ings are the historical rate (2 matings) was 72%.

The ‘er“jlizy rates in males at the ¥2a mating of the
folmer study WeNe 58%, 80%, 6%% and 64.3% for control, low
{200 pem), nid (200 ppmn) and high dose (4600 ppm) males,
respectivaly. The rates in “he P2b maZ ing were 78.3%, 69.2%,
52.5% and 63»2% in ”hg re spective dose groups. Therelore,
although an ap ia decrease in fertility was
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EISTORICAL DATA 1985 - 1986

HATING INDICES,

Fersle™ Hele b Pregnant Rate® Msle Fertilityd
] b4 o4 ¥ 3] b4 H 4
Fia contrsl diet 27/30 90.0 25/30 23.3 20/27  74.1 19/25  76.0
vehicle
Fla control(p.o.) 27/29 93.1 23/320 7¢6.7 25727 %2.6 20/23 87.0
Py, eontrol diet 29730  958.7 25/29 B86.2 22/29 713.9 21/25 84.0
Fio control diet 28730 93.3 25/29 86.2 13/28 €4.3 17725  68.0
Fo control diet 28/30 93.3 25/30 83.3 21728 5.0 18/25 72.0
For control dist 29/29 1€0.0 25/30 83.3 21729 7Z.4 18725 72.0
F. control diec 27/28  96.4 27/29% ©3.1  22/27 81.5  22/27 81.5
Grand vetals
"4t Litters 1387147 93.C 125/148 84.5  110/138 79.7  100/125 §0.0
"R Litters 57/5%  $56.6 350/5% 8i.8  39/37  €B.4 35/5%0 70.0
A+ BY Litters 19577206 4.7 1757207 8.5 16971985 76.4 1357175 77.1
umber of females with pluz and/or sperm or produced a litter/total number
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TABLE 15. Effects of Folpet on Hating, Fertility, and Pregnancy Rates
of the Fgy Rats

flose Fo Hales FO Females
tevel Ko . : Hated Fertile MHo. Hated Preanant
{ ppm) Cohabited HKo. % Ho. % Cohabited Ko. % Ho. %

Fya titter Interval

0 30 28 93.3 24 85.7 30 26 93.3 26 85.1
200 30 30 100.0 26 86.7 30 30 100.0 46 85.7
800 30 28 93.3 22 8.6 30 28 $3.3 22 13.5

3500 30 298 96.7 25 85.7 30 20 $6.7 26 89.7

Fyp Litter Interval

0 36 29 86.7 22 15.9 30 30 100.0 22 73.% 1
200 26 . 26 80.1 284 92.3 30 20 96.7 25 86.2
800 23 27 93.1 23 85.2 30 30 106.0 25 £3.3
3600 29 29 100.0  ¢7° 3’ 3o 30 100.0 23 3.3

dB&saﬁ ont reviewer's calculations From available individusl animel data; {he
study aythors reported 26 mated {(88.7%).

bSaseé on revister's caleulstions from available individual animel data; the
study authors reported 23 fertile {%6.6%}.
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TABLE 16. Effects of Folpet on Mating, Fertility,
of the Fq Rats
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and Pregnancy Rates

Dose Fi_Baies Fy Femsles
Level Ho. Hated _Fertile Ho. HYated Pregnant
{ppm). Cohabited Ho. % Ho. % Cohabited Ho. % Mo. %
Fog Litter Interval
0 30 25 3.3 22 &8.0 30 2% 86.7 23 7%.3
200 3a 25 83.3 20 80.0 30 21T 80.0 22 81.5
800 30 29 $5.7 20 6%.0 30 30 100.0 20 686.7
3600 30 28 3.3 18  64.3" 30 2%  $&6.7 ]QY 65.5
Fop Litler Interval
0 30 23 6.7 8¢ 18.3% a0 28 93.3 20 11.4
200 30 5% 86.7° 1 69.2° 20 30 100.0 20 66.7
200 30 P e0.0” 15 8205 30 28 6.7 20 63.0
seoc 30 22 g0.0” 15 es.2® 22 21 930 17 63.0
HCTE: values 2, b, ¢, d, and ¢ ave based on rveviewers' calculations of
avatlable individual animal data. The reported values are siightly
different.

Vremale Mo. 4523 died on G.0. 18; this animsl was pregnant and wes
included in ths caleulatien of pregnancy rates.




